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Ethylene glycol monoethyl ether acetate
(EGEEA), a common chemical and solvent
used in industry and in consumer goods,
was tested for reproductive toxicity in
Swiss CD-1 mice using the RACB proto-
col (Morrissey et al., FundamAppl Toxicol
13:747-777 [1989]). It was part ofa series
ofglycol ethers and congeners evaluated for
structure-activity correlations using this
design. Data collected on body weights,
clinical signs, and foodandwater consump-
tion during the dose-range-finding segment
(Task 1) were used to set concentrations
for the main study (Task 2) at 0.5, 1.0,
and 2.0% EGEEA in drinking water.
These concentrations produced calculated
consumption estimates ofapproximately
0.93, 1.86, and 3.0 g/kg/day.
During Task 2, body weights were
slightly reduced (<10%) only at the top
dose, the same level at which water con-
sumption was reduced by approximately
20%. During Task 2, the mean number of
litters per pair was reduced in the middle
and high dose groups by 8 and 70%,
respectively. The number oflive pups per
litter in these groups was reduced by 27
and 98%. In these two dose groups, the
adjusted live pup weight also was reduced,
by 5 and 13%, respectively. Thus, animals
consuming 1 or 2% EGEEA delivered
fewer, lighter pups in the presence ofno or
modest changes in bodyweight.
The Task 3 crossover used control and
2% EGEEA mice and found that the
EGEEA-treated females produced fewer
fertile matings, and these had 94% fewer
pups, and only 7% of them were born
alive. There were no effects seen with
EGEEA-treated males.
The control and 2% EGEEA Fo mice
were killed and necropsied. There were no
treatment-related changes in female body
or organ weights, while treated males
weighed 7% less than controls, and
absolute testis weight was reduced by 9%.
While there were no changes in sperm
motility or density, the percent ofabnor-
mal forms doubled in the 2% EGEEA
group at necropsy (from a control level of
3% abnormal forms).
There were insufficient live pups from
the 2% EGEEA group to provide pups for
an evaluation ofthe second generation at
that concentration, so in Task 4, mice were
evaluated from the control, 0.5% EGEEA-
treated, and 1% EGEEA-treated groups.
Therewas no indication oftreatment-related
reductions in growth to weaning, or in
growth to mating at 74 ± 10 days ofage.
At the mating trial, there was a 50% reduc-
tion in the number ofpairs that were con-
firmed sperm positive in the 1% group,
but no change in the fertility ofthose pairs,
and no change in the pup indices as a
result ofthose matings.
After delivery ofthe F2s, all the mice
were killed, and the F s were necropsied.
While there were no reductions in body
weight, there was a 6% reduction in female
relative liver weight at 1%. In males, liver
weight was increased by 9 and 7% in the
0.5 and 1% EGEEA-treated groups,
respectively, while epididymis weight was
reduced by 9% in the 1% EGEEA group.
Cauda epididymal sperm density was
reduced by 30% at the top dose.
In summary, ethylene glycol monoethyl
ether acetate was a reproductive toxicant in
Fo mice, based on the large reductions in
pup number in treated females and
increased abnormal sperm and reduced
testis weight in males. It was also a repro-
ductive toxicant in the F1s, reducing epi-
didymis weight and sperm number. The
effects in the second generation were seen
in the presence ofchanges in liverweight.
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Summary: NTP Reproductive Assessment by Continuous Breeding Study.
NTIS#: PB86139565/AS
Chemical: Ethylene Glycol Monoethyl Ether Acetate
CAS#: 111-15-9
Mode of exposure: Drinking water
Species/strain: Swiss CD-1 mice
F generation Dose concentration 0.5% 1.0% 2.05
Body weight___
Kidneyweight8 .. .
Liverweighta
" _ . * .
Mortality _ _ , _ __
Feedconsumption _ ., . . .
Waterconsumption -- - 4
Clinical_signs _ , _ _ , _ __
R litters/pair
#livepups/linter; pupwt/litter - - 4 , 4 4
Cumulative days to litter . t I
Absolute testis, epididymisweight8 * ,* ,-
Sex accessoryglandweight8(prostate,seminalvesicle) - -
Epidid. sperm parameters(#,motility, morphology) . . _ |
Estrous cyclelength . -
[Determination ofaffected sex(crossover) Male _ Female_ Both
Doselevel - 2.0%
F generaton Dose concentration -+ 0.5% .0%
Pupgrowthtoweaning - - - 0
Mortality _ - | -
Adult body weight ..._...
Kidneyw,eight - . . -.
Liver weight1 _o
Feedconsumption 0
Waterconsumption - -
Clinical signs - - _ _
Fertility index _ __._._.__ __*
#live_pups/linter; pupwt/litter | - _ --_ - - | *_ *
Absolute testis,_epididymis weight8
Sexaccessoryglandweight8(prostate, seminal vesicle) r _ . - _ = _ , _
Epidid. sperm parameters (#, motility, morphology) - -. . _| __. , - -- -
Estrous cycle length .,_ ,_ - _ * .. ..
Affected sex? Both
Studyconfounders: None
NOAELreproductivetoxicity: 0.5%
NOAELgeneraltoxicity: Notfound
F1 moresensitive thanFo? Unclear
Postnataltoxicity: No o
Legend: -, nochange; *, no observation; T orJ,statistically significantchange(p<0.05); ,,nochange in males orfemales.'Adjusted forbodyweight.
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